Sleep apnea syndrome (SAS) is a common complication in patients with newly diagnosed acromegaly. Different series have noted a relatively high prevalence (45-80 %), which is significantly higher than that of the general population (2-4 %) [1, 2] , although it is probably still under-assessed [3] . In this setting, a recent consensus on acromegaly complications stated that every patient should undergo a careful symptomatic [for example, with an Epworth Sleepiness scale score (ESS)] and/or laboratory assessment for SAS at the time of diagnosis, in collaboration with a respiratory physician [3] . Obstructive SAS (OSAS) is the prevailing form in acromegaly; this occurs due to craniofacial deformations, hypertrophy of pharyngeal soft tissue, macroglossia and thickening of upper airway, all of which hamper the airflow through upper airways. Several predisposing factors can be correlated with the onset of OSAS in acromegaly, such as age, male gender, neck and finger circumference, body mass index, sedatives, alcohol, diabetes mellitus, hypertension, myocardial ischemia, arrhythmias, heart failure, and previous stroke [2] . At the same time, central SAS may develop due to inhibition of the breathing center caused by elevated serum GH/IGF-I levels or to the enhanced somatostatin tone [4] . Therefore, disease-specific parameters, such as high levels of GH/IGF-I and active disease duration, can be also correlated with the severity of SAS [2] .
Apart from the gold-standard method polysomnography, there have been techniques, such as cephalometry (which measures the shape and size of the orofacial skeleton, the size of the velum, and the shape of the upper airways), computed tomography, magnetic resonance imaging (MRI), and nasopharyngoscopy, which have been used to evaluate the existence of anatomical abnormalities of the upper airways and their potential role in the development of OSAS in acromegalic patients [5] . However, their role and potential usefulness in this particular setting have not been fully established. In this issue, Castellani et al. [6] perform a longterm study of SAS in a large cohort of acromegalic patients, and carry out a novel and interesting morphological and functional study with MRI with 3-dimensional elaboration and fiberoptic nasopharyngoscopy (FN) with the Muller maneuver (MM). With this original approach, the authors meticulously assess the occurrence of OSAS in patients with acromegaly. They confirm the high prevalence of SAS in these individuals (58.6 %) and provide further evidence of the possible anatomical mechanisms involved in the pathophysiology of OSAS. Specifically, their anatomical and dynamic evaluations demonstrate the key role of the length and thickness of the uvula, as it narrows available upper airways and modulates airflow, and they observe how both uvula and tongue sizes are bigger in patients with acromegaly and severe OSAS. But still, they report how residual craniofacial deformations may be as well responsible for an increased apnea/hypopnea index, regardless of soft tissue hypertrophy. In view of these findings, soft tissue involvement and anatomical alterations (either constitutional, or residual) appear to be relevant in the development of this respiratory comorbidity.
Conflicting results have been reported regarding the potential reversibility of SAS after successful treatment of acromegaly. For instance, some studies showed significant improvement after pituitary surgery [7] or somatostatin analogues [8, 9] , while others observed that SAS persisted after recovery of acromegaly in a relatively high percentage of patients, despite a potential association with IGF-I levels and disease duration [1] . In their longitudinal study, Castellani et al. noted how active acromegalic patients who achieved biochemical control, regardless of how they did so (surgery, radiotherapy and/or medical therapy), experienced improvement of their sleep disorder. However, improvement was not as evidently observed in already controlled subjects, in whom OSAS persisted (approximately in 2/3 of patients).
This inconsistency regarding the resolution of SAS despite successful acromegaly treatment advocates for the need to perform a post-treatment evaluation, as it was recommended by the Acromegaly Consensus Group [3] , not only in patients with partial or no response to GHlowering therapies, but also after biochemical normalization. When biochemical control is achievable, soft tissue hypertrophy may reverse and OSAS may improve with acromegaly-directed treatment. On the contrary, however, persistence of the respiratory disorder could be due to residual and irreversible skeletal and craniofacial deformations already established. At this time, consultation with maxillofacial surgeons is advised [3] , and elective surgery may be necessary. So, once again, we highlight the importance of a prompt evaluation.
It seems that we are underestimating the prevalence and the relevance of SAS, which may account for up to 25 % of causes of death, second only to cardiovascular events [10, 11] . Not only should we assess OSAS at diagnosis of acromegaly, but also during follow-up and at achievement of optimal disease control. This does not necessarily imply the use of sophisticated and refined diagnostic tools such as the ones presented by Castellani et al. What is important is to identify SAS, and this can be done by performing a simple and straightforward test like the ESS. However, if we also evaluate the main physiopathogenic mechanism involved in its development by demonstrating anatomical and functional abnormalities, caused by soft tissue hypertrophy or rather persistent craniofacial deformations, treatment may be targeted towards the predominant alteration. Castellani et al. guide us through the promising usefulness of certain diagnostic tools, and even provide a potential prognostic factor for the expected outcome of treatment of OSAS in acromegalic patients, by differentiating the underlying mechanism of SAS and the ''stage'' of the disease. With greater sample sizes and long-term follow-up, we will be able to elucidate the role of acromegaly treatment and targeted SAS treatment on the outcome of such a respiratory comorbidity, as well as its potential associated cardio-metabolic conditions. Other influencing factors mentioned above, and issues regarding the relevance of positional changes which could hamper airflow through the upper airways, should also be considered in future studies on this topic.
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